Dear Dr Casey,

I have retired from NIBSC last year and no longer work actively on this topic. However
during my time at NIBSC various in vitro methods have been developed and applied during
independent evaluation of one brand of Botulinum toxin A product used in UK/EU as a
consistency indicating test. Animals have not been used for | think more than 15 years for
this purpose. Much of that was discussed during the last NICEATM meeting in 2008. Since
that time we have developed a series of different approaches all using the same targeted
antibodies that we made against specific cleavage sites on SNAP25 (for BONT/A & /E
assays) and VAMP2 (BoNT/B assays) proteins. These assays, unlike the first generation
methods, measure several key functions of the toxin. | think that titles and information
provided within these publications are self explaining.

Assessment of ELISA as endpoint in neuronal cell-based assay for BONT detection using
hiPSC derived neurons. Pellett S, Tepp WH, Johnson EA, Sesardic D. J Pharmacol Toxicol
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A Cell Line for Detection of Botulinum Neurotoxin Type B. Rust A, Doran C, Hart R, Binz T,
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